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(2) 49$ 2004-500320 

1 1 

ifrti m & ft s &s ¥ & B * © ?sj£ £ ^ o y ^ -t- 5 * 5 v n m% <d mm a * tz 

W:36* Sr«kll* 5 fc. * o^feT fcot, f&^X^&Sco tweak 

T : 

(a) TWEAK y#VKfc*f"*-5tMt:; 

(b) TWEAK^ir^^-f-xt-r-S^ft: ; 

(c) TWEAK Wt/^-^©TWEAK V 1S> Y <&1&'& , %:%&t't %>W& ; 

(d) ; *5J:U« 

( e ) TWEAKl/t^-©»>/ ^/HKS * U# 5 HSU 

[St#:«4] 

[ft JjflS 5 ] 
6 ] 

i*#3Sl *fcf±2^SE«^«fe-e*)oT, ftfjfSTWEAK^n ydF-y^SJtfS, $ 

ttTWEAKUt^-^, 
[Mf 7 ] 
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(3) ft % 2004-500320 

If^il 1 $.tz\t 2 £SEifc<D £>o T N ffiETWE AK Mr:/*— 

[ff*ilio] 

umm 1 1 ] 

MASH'S 5, #fe 0 

[ffjfcS 12] 

1 3 ] 
[1*^ 1 4 ] 

irnxm 1 5 ] 

ftM 2 \Z.WM<Dj5fe~ZhoX, ISIETWEAK^n y^J^TWE AK U 
[ft^ll 1 6 ] 

[ft ^1 1 7 ] 
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(4) #3? 2004-500320 

(a) TWEAKU^KlCittStiLft; 

(b) TWEAKUt^-tMtSift; 

(c) TWEAKUt^^-^TWEAK^yK©^^if5li ; 
( e ) TWE AK U±-f$~(nM\H v-^'^fejf L&ZMffl 

[I*** 1 8 ] 

we ak y 0> f \zm$i$} u# s V # > KS-n y ^ifg-tt T 

WEAKH?^-^, 
[I*jfc3f 1 9 ] 

[1**31 2 0] 

!*jjt"gl 6 {C|B«4<75Mfig#3-CfeoT, SW3TWE AK^n y ^y^JfiiaSTWE A 
[fl*Jl2l] 

t**3Si 6{C|B«Wiiafife*T?*)oT, ItfBTWEAK^ny^y^TWEA 
[fS*3g 2 2] 

t**3i2 i (ciait^ia^^feoT, MiE6t## tweak y yw-?*-- 
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(5) #S 2004-500320 

[0 0 0 1 ] 

mcffii-6 c TWEAK^itixii, mm^^m^mow&ty^ 

WEAK©»^SrgfcSEi-5«10^^W?>*l/5. *%W<Dfa<Dmi&MWil*, T 
WEAK^^-H^LT, TWEAK uir7°^-cr)^ttt:Mi-5^\ * 

[0 0 0 2] 

it>''[itt«»«, Stfilgft, /t?t=Ett#m^ (GVHD) , !J 

[0 0 0 3] 

(bmt) Kt-insasfi <ofomfci&!&i-zm& 

[0 0 0 4] 
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(6) ftrX 2004-500320 

Thl, £/cttT h 2 i: bT#1t#ft ?>tb#. ^tufi % l ) JtOJttJiSolBmStt 

SfcH-T-iLTMu *iMJ®^lM yM£, TiiiMS Mr ^ <z>3& 
— v ? ^±«JS^§tb5U->r h#^yi 1-1 2\£%rtZfcikfcL1tTMl&<Dl&m 

tioT, Thl T«—W^{b^^$ix5^\ 11-4*5^1^11-10 
^SII:iot, Th2 T3HBHa^(73^k^^$ttS 0 
[0 0 0 5] 

Thi Tflwawu T^BMStt, *5 0 7r-^Stt{ktl» 

iS-f-<5lM h#-f>- I l-2fcWlFN-7) $rM^i-5o Thl 

TlSSH, m»^(75^fi£^i«^M^Ii-5^**-f y (0»J;Ui, Mi p- 

1 a, MIP-1J5, R ANTES, IP-10, $3 =£ XfM I G ) 
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0) 2004-500320 

»mmmm^ a vmmt Lit-* ^77-^ mm L,±mm& «t xm& 

Ufc*M&SrIfc*-$-5 J: 5K:ftUi31-3<0-e % ^oThi^it ttJSrtaJSJKftfcat 

iSSia5Thl«?|ftf^^y (fljfcj^ IP-IOMMIG) 
<DM^t, I FN-yl,Z£<ommzfflmtStlZ> 0 Z(D1 FN-yU, Th 1 T 

[0 0 0 6] 

T h 2 T»i, ( I g E, I g A, J: V I g G©i4^ 

Kti-SJi&flFSr-grtf) <Dm±^Wi-^4 h*<{* (#!lx.l2\ I 1-4, I l 
-5, 11-6, *sj:tfl 1-10) ^M^1"5o Clft&WI gj£^}2, B» 

i gM*s±uti gDi^^i g^i r^&j -r^o gii, nat^^x 

(i gG) , wsmm Wx.\*. mtszTfam (ua) ^bm^Kt (i g 

E) ) tt, *«^* s bo«SfeS:#J«i-f5J:5fcii^f4»i6-t-5. I gOiflPM 

(09*.tf. SLE (I gGfti^i g A) , r^-tt (IS) ifi 

tfc£ (I gE) , *5«fctfGVHD (I gG, I gA, fcitfl g E) ' 

S 0 Th2 TMfi^fc, MfJSS©W^Wl5„ & 

^t#5o Th 2 TtofalX MZ.\i* ^*9**sV (e o t a x 

in) fcitFMDC) KlJftSU *:tf>jg£tt, NK 1 . 1 ttJfefc ilflgttffcLfc 

Tttll6fiJ:D^Sn<5**i!^ I 1 -4(;J:t)Mi:ai 

[0 0 0 7] 

t£^nir*£#j&§7t#>k: v B,«te N B«»uir7°^- (U g ) ^ 
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(8) m H 2004-500320 

B»±OI l-4l^t^-l:^t5NKl. UfBJ&^J:oT, 

<t5o 2feVN-e, :OBW s BJftjeaiJStU-CftifeilSBJlBlftM^ir^lll't 
L-fc B MM mWim&b LT*n£>*i5) fit, 0tOftIHSitlT-|&ifPlO I g 

tt> (FDC) iUto^5, *NHfc Lfc»&&&BjJ&W* y h 7 

ftj U % ^LT rufptt^j ^ixfeBj|«JB^^©0iJiaifl<jij:ov>-c 

sa*, ^# (Mill ftttGVHDftivea^ffiPiSP) fc&^-ts t«i g 

[0 0 0 8 ] 
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(9) 2004-500320 

fettWt^itFiorti^ b torn mifomtr&tt) fcBf£fc£*<5icfr£5. 

[0 0 0 9] 

1-5#je©^^^Sr^Ri:-fSo 0Jx.^ »<t»^/u;6\ PI»*<7>B SNUBS 

ykt^-BLR - UBCAU KWffiStfsffl, TNF-R55iTNF 
OtlZM, *5<fctfLT 0-R<bLT 0<DmKfcmfiSmf feftS (Chap 1 i 
nfci^Fu, Current Op in. I mmu nol. 1 0 : 2 9 8~2 
9 7 (1 9 9 8) \Z.mMZtl%) o Z.flb<D / ^ < m&(0\^flt^iKm^X^^ 

x-r^x&izit. mm\z&\,^xm*'b&i&*ffl&i-z>mj3h£:'2iz e ftb© 

[0 0 10] 
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(10) 1*82 0 0 4-5 0 0 3 2 0 

[0 0 11] 

Uf Lftf, t hS#(C&tf§#MM (BMT) ©S5Efitj<C#t*-C*)5 0 rco^ 

&f±* tw^i fcttft^is-e^ c#So g v h d (DMmmiatcimmz 

Tf 1 0 0 B IrlxT) ^UTM^^y^ (i g ) (gBftf*^ 

t?) ^biKtci gftfia^OT, win, fccttm^titK: 

>^1~S*l*^j;oTW#lt&)tL6 0 ^.ttGVHD^ImSi, MftGVHD 

<o%m<DWbbftZ B lot, ^Cft^ s M#w£&£&>«r£3§ffiL#5 <> £ 

BMTlt©5«5 0%^ Ai4GVHD4fcliflH4GVHDOV^^Sr 
3&3£*t*5. fttGVHDlt© 5 *>©f5#9 0%^ ^ItTtittGVHD^S 

[0 0 12] 

©JMMBJSi&^ (DBA2XC57B1/6) F 1 v $ X tfj ^ i v 
: ® Fl7 ^ B6D2FliPf«tl5, ftlt^tlfcWfil«tt, £Wf£ 

hiiwhc?-*- (^n^^7°) (D^ftzmmt LTEiti-s 0 

tt. fc±fc*|"t-S \f±- T»^^«LT, GVHD^tS. DBA/2 
&0MMM&tf, B6D2Fli±ttaA^5i^ flH4GVHD^HJ£i- 
3, StflgWfc, C5 7B l/6|f)li«^B6D2F 1 £±£8* 
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(11) 2 0 04-5 00 320 

GVHD©|gj!£££#U C 5 7 B 1 / 6 ftfli^flS^Jt F*S Kl££)h,S»l 

b^L5 0 timm^mifo ($ixj*\ m^mm, ?^77^ b» : apo 
t(DT mm ©ftiif^ffl w-t s g v h d & ± mtt* gvhd©m 

[0013] 

£<0##OffiE#fl.#, IttGVHD^Th llMS-C'&S: fc«:ij*l«L-C^3 
(Krengerj3j;0*Ferrara s I mmu nol. Res. 15:50 
-73 (1996) % Wi 1 1 iamson^K J. I mmu nol. 157: 
689-699 (1 9 9 6)). C D 4 + T,«fc XUC D 8 + T»Kl «£ 5, 
tfa7/^7- (NK) SBJS^iS, *5±U!T^n77- S*©«fc 5ft?§ttfc£ 

fc^ET&t), ft&ftftTh 11M h^-r^T-fcS I 1 -2*5 J: VI FN-yO 

3&Sfc4&»tt*ft#$r*c*- 0 ^<D£o?mmmm®H$, fttGVHD^U 

Sr^ny^-fSftH (fllfctf, I l-2*UlM 1 - 1 2 tC^I-^mA b ) (4, 

««4<0*S*tt, ^< co«-e«^$tL#^ 0 mil-, ^*^jfeaSfc« 

*©^;£&t£GVHDiSrig|fcLTV^-r?;*«:, +^(-^»$IJ$tL 

»3C, ^W^.#f4, ^P$ttfcffl»i3j;r5JiifflJI&^H««|$H5^i^ 
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(12) #^2 004-500320 

fcSJEt *5 , $oT£#ttti (survivorship) tiM&comfe^tfe 
[0 0 14] 

«t£GVHDtt, Th2 T«^^,ft60J: 5"C*>5 (D e Witt, J. 
I mmu n ol. 150:361-366 (1 9 9 3)), -^?^^tvW-*^ 

ttji&wffi**3j:wiarf5jg*ji gi^yoym. gvhdo», # 

SfbSftS, M^*j"t-5»Mi:oJt*-e*>s 0 ^H-r^^wB«niaro©^b 
ft* B»JSfiH4-fbv-*-©^Srfflv^-cSll£§^#5 0 Stefan BlfflJ&co^ 

[0 0 15] 
[0016] 

yTSr^tpK¥W*adMfeS:ia!41-5IS*^1-s 0 ^wjb^fi, tweak 
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(13) 2 004-500320 

y tfy WztfrtZtiift ; TWEAKl't/j'-Ctj-^flj ; TWEAK l^ir7° 
* — .©TWEAK^y K<&*££&5fe3H-5SgS!l ; iBISMHr^-o^^ 

"C*>*>4»5. :OTWEAK^o^y/ilt *iBTWEAK!l#yKK«R 
[0 0 17] 

^mnitzbic Kittiwi8»t5^63sej^*s:ia#-f tw 

7c tt T h 2 *Hj&|&fr&S&# &> 5 V % « - t (7) Mjd T? fc 9 # 5 „ 
[0 0 18] 

[0 0 19] 

*mmm * $ *i 5 $ 5 & * # T©pi 

[0 0 2 0] 
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04) ft*20 04-5 0 0 3 2 0 

[0 0 2 1] 
[0 0 2 2] 

fflM TThlJ (4 N TNF, 4>?-7x.uy-y io^XJl L-2 (&J;Wfi£> 
[0 0 2 3] 

ffi^rTh2ji4, IL-4, IL-5, IL-6, IL-10,fci«Ot 
[0 0 2 4] 

[0 0 2 5] 

tev^TVV£g{j\ ZLX I IgGf^7^, IgAW 

[0 0 2 6] 
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(15) It* 2 004-500320 

[ 0 0 2 7] 

fflffi T^tTWEAK^J tt, TWEAK^y/^f»^<nio©xt°h 

- 7" £ # H ft Jg-g-f- 5 ft Sc W fcifr Sr V > b „ 
[0 0 2 8] 

IBM T^TWE AKI/iry^-^j £|4 X TWEAKUt7 , ^-©/>/ji<H 
[0 0 2 9] 

ffifl fTWEAKl-ty^-v'^t/veij fi v TWEAKHr^-ftlStH 

ill" 5 SH^/SSs «t tf* ti^ b £ C 5 & <D ft^fcit £ v n o 0 

[0 0 3 0] 

ffllS rTWEAMiJfcliTWEAKH?^-Mj £>J;0 TTWEA 
K^I^fcttTWEAKUt/iS'-^i^lj (4, TWEAK^t^-^ 

fl T w E A K nr 7° * - ^> ^/W53f £ Uf 5 j&\ fc5^(iTWEA 

[0 0 3 1] 

fflfg rTWEAKUSf^Kj Sfctt fTWEAK^W^fj r±, TWEAKS 
-fc:/*— KH#£tttOfe-£L#$, ftf©TWEAK^y^-Mf, TWEAK 

£fc«:TWE AK^7C7- ^^{£fo5i/^i^b^ff##:£: 

v>5. 

[0 0 3 2] 

mm??*?-, ^mtm^, h^y*?*.? vztitcm^ t.tz.m&'Wfc 
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(16) #S 2004-500320 

[0 0 3 3 ] 

(TWEAKU^y K) 
TWEAKIi, TNF7j 5 U -OftifiUJE, $ fitz^ W^tD^y/^ftfeS 

(Chicheporticheb, J. Biol. Chem. 51:3240 
1-32410 (199 7) ) . TNF77? V — <£> / y/<— (D9 Rfi, 
TNFHr7°^- (TNF-R) 77?!J-tf)^y/^f©^/^ - 

ft Cl*U±, ^MM^WBWcD^Mb^^ilt-Sycfet, CD40Ut7 
* — £ SS£"f 3 (Grewa lfcWFl ave 1 1, I mmu n o 1 . Re 
s. 1 6:5 9-7 0 (1 9 9 7) ) ) , h^v^-fl U K (LT- 

V ^* h^v^-fl (Ma c k a yfcit/B r o wn i n 

g^ Nature 395:26-27 (1998) ) ) &<fctJ !; OX4 0 L (T 

M n*"t" <5 (Flynnb, J. Exp. Med. 188:297 — 304 (19 

9 8) ) ) &m?hfrz> B ft&m^m^xmfemtfkm*&itirzktf&tox«h 

5TNF/TNF-R77? V ~ft(D{&(D ]) #> V/U±7?—ttk LXit, T 
NF/TNF-R 5 5 N FasL/Fas, fcilFCD 2 7/CD 7 0;&Sp{f£> 

[0 0 3 4] 

^iTWEAK^W^fft VKo^ffigifflM; (HT2 9IM (T 

A3 7 5MI» (W^E) ) <Dftibte£Tf/*tz\ZK*mm-tZtc 
MzfcftZtifc, TWEAKfi^fc, HT2 9i»J;lFA 3 7 5»^» 
z£U ^tf^I L-8£#$U ^LT^|f^«« (WI-3 8) KftL 
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07) 9$*2 0 0 4-5 0 0 3 2 0 

TRICSWfc&^rLfc (Chicheportiche^ J. Biol. Che 
m. 51:32401-32410 ( 1 9 9 7) ) 0 $ t>{C, TWEAKI1 « 
^WjEUfftrt&ttJfittotSJiSrfigib/t (Ly n c h <b, J. Inter fer 
on Cytokine Res. 1 8 : A-4 6 (1 9 9 8) ) , 
[0 0 3 5] 

TWEAK\CtttZmm£tltzU±7'#-tf&®£tiX^Z> (Ma r s t e r s 
<b. Curr. Biol. 8:525-528 (1 9 9 8)). 

(TRAMP, Apo3, WSL-1, DR-3, SfcfiL ARD t LT'«L 
T4BS) 14, TNF-R77 5y-^y/<-T3b5, TRAMPOWlt * 
^^-«W5Ei/^t/VfiM^fc|j;N F - k B v^/WS»»£^ 
L7t*Bjafi^{k»v>-f^S:»IiE-t-5it^«t !3T^h-^fcBi»bi»5 (A 
shkenazifci tf D i x i t , Science 281:1305-13 
0 8 (1 9 9 8)), 

[0 0 3 6] 

t <o hn^Bs m. m, J™, *j±qu^s8'S ($j*jf, mi, y^ 

^fu fcJ;^tilkW« (PBMC) ) royt^-RNA (mRN 

tis mm, -wm^xum^oosfm) x^mmL^xovh^ 0 tot, twe 

[0 0 3 7] 

/i^tft (mAb) ^«romitfcJ:oTa\ ^fcaf©t@I^Mft 
teffl$*i*§5 0 &5V>te % ^ !) ^fy KmA b ii, Wksn V %"s K# 1 oroi/t^ 
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(18) M2 0 0 4-5 0 0 32 0 

y j$V K©B 7 77 $ !)H:^t5mAb ^o^Tag £trtl^ (Lens c 
h o w , J. Exp. Med. 181:1145-1155 (1995) ) 0 
#C U # >" Km A b tt x Uir 7°7 — ^ i 0 <D#£© y K(CO^T#£-f- 

<D Hr 7^ — <z>*t££gg *. & v ^ £ te-f 3 r £ £ «k «9 , $ J: 9 

£*u#5 0 ^©^-t7°7-^isit-r3mAb fc^fc, y #y K^-s-Sr&^i- 

L-#5tf\ Sfc(ttIWI5o tot, }jLHr7°7-mAb (1, 7=*ri*H<|££ 
tzItTyfdtriX httT'fel9#5 0 TNF/TNF-R7/5 y -y. ^/<-<D y 

K/ 7° 7 -ft Ef£ JB Sr3fe3E"f S fc * ^ 7 * ^ * tz it t h $ & ^ Tft 

ffl£tb5mAb<D#j£ UT(i, £9:bt"i\ TNFUStt^ftmAb, CD 
40LWLT#S^mAb, L T - |3 t£*t LttlW^mA b , Fas-L 

^tL5 0 mAblt it/i©EI©lji^fclif i^7n 

Sfc&fcfe/B&tb^S. 0S*.ff, j?tCD4 0L«, £#t£^y x-v h— fx (S 
LE) 0^g^fev>T, ioJ:^t^»^:^fiJ#-t5(OW$ffl$ixTV^o 

[0 0 3 8] 

y^>-K/^-tr7*^-ffii:f^ffloD^>'^^sr>r^fc f^-fi*fc, t fm^p 

^ y «^ (Ig) fi^Sr = — K-f-SiB^Jlc:, i/ir7°7-IB^J<7)«^^^^" K 

i-3@s?ij£7P-->'7*-r5;i£s &^t\ ji^^wfttdfci/NrM^jte^- 

7n^-^-^u, ^CD/^7' y y KiHs^^H^S ' tCioT, f£ 

oT^gr t9#5 0 TNF/TNF-R77; K/HT7°7 

7' I gft^y/^fw^t LTfi, £"9t>(t, TNF-R55-Ig, T 

NF-R75-Ig, TL/3-R - I g, fci(^OX4 0- I %1£mibM 0 
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(19) 



2004-500320 



%&*7v<y9i-z>izMz.tiim£tm5 e m%.t£. tnf-r i 5- 1 & 

(IBD) Sr*D!fi-t5fcfc^ffl$nTV^5 0 

[0 0 3 9] 

^mM9*pv^mm%hi$, ?^TWEAKfcj:i;t MWEAKctiwt 



©TWEAK&f^lfciU!TWEAKl/t^- &&t&©fleffl&SWH-3„ 
[0 0 4 0] 

(-7^^) DBA/2»itJtC5 7Bl/6li > fcfetfK: (DBA/2X 
C57B1/6) F 1 32H<Z) 6 ~ 8 MM<0$&(D-? X & J a ck s on Lab 
oratory (Bar Harbor, ME USA) 7&»£>JBAU ««ft 

[0 0 4 1] 

(^ 7 ? P — TvHftfls) t hTWEAK^y/^ffeitlvr^^TWEAK^y 

'14 1 FTWEAK^y/^fMU, Ar me n i a n^i*X^~^-ejl£ 

icheportiche^ J, Biol. C 
hem. 51:32401-32410 (1997)) J; o l^M£tltz 0 
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(20) ift* 2004-500320 

A) ^©5 0ugOTWEAK^Itfc (0i£ft(C&#t£*Lfc) „ §|*tt<^feft 
-fb (IMWiH, 2 8&£t>*4 2 0 g) HoV^tt, 
—14* ^3c£7n>f y hT^^yh ( I F A) ^(0 5 0 // g (14fc«tt;28 
Hi) ffc!i3 3m g (4 2 0g) ©TWEAKSrlgjerttSJtfco ^^]) K 

m g cdtwe AK^r0i^rt(cfflv^fc o K-vW^fi, TOO^JUI (L 

erner, Yale J. Biol. Med. 54:387-402 (198 

l ) ) SHgfflLTHJSLfcc 

[0 0 4 2] 

tfi'?'} XCD 4 0 L mAb MR1^14toA^U K-v (Noel le 
bs Proc. Natl. Acad. Sci. USA 89:6550 — 655 
4 (1 9 9 2) ) |i, ATCC (Rockvi 1 1 MD USA) frbMA 
Lfc„ SlKLH mAb Ha 4/8 ^I4tW7D K-v(t Mendr 
i c kM± (Human Genome Sciences, Inc. Rock 
ville.MD USA) t^X^Ltz 0 
[0 0 4 3] 

(mAbSttWELISAM) ©it hTWEAK mAb^ V>%W&&> 
£*5l^Cfc hTWEAKfciW^^TWEAK^^I^t^lt 
/Co fc h TWEAKS ^^Jfm^L-C5Kje*iXfcV^<od^niAbtt*fc, E 

L I SA!S7yt>fS:ftfflfCtTi3ixfc, mAbffitt(0»7^!)-=y^ 

fcfc^T, -r^^TWEAK^^^ftSrSaiUfco ^^TWEAK^y^ 
ff£, t h TWEAKS ^/^WlCoVNT|B«lS^^jfe (Chichepor 
t i che^, J. Biol. Chem. 51:32401-32410 (19 
9 7) ) iM©M^fiLt, /^an^^^T^gbf^ JtSSiSftfc 
t MWEAK^y/^fjoj;(;v^^TWEAK^y^f^9 6 *? zctXsfV 

K^ofe^li^fcov^rwifeLfeo i^ftTWEAK^y/^fHiSAA^^ 

-mAbiDii?:. ^t#->^fg^n/^A7^I gG (Jacks 
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(21) 4#S2 004-500320 

o n I mm unoResearch, West Grove s PA USA) 
[0 0 4 4] 

(mAbffittCFACS^t) "USttTWEAK^^^f tt, HT2 9|ffll£K: 

— ~ t Sr^-f (Chicheportichebs J. Biol. C 

hem. 51:32401-32410 (1 9 9 7)). V-ffcfctF LAG 

ilLfcmAb (I0u/ml) fc, HT2 9||tet)ftt5F 
ALG-^^kv^TWEAKfciyi: KWEAKOg^/p y ^3fg 

[0 0 4 5] 

(1SM4GVHD<D&3&) 6~8iI#fa>DB A/2fcJ:tFB 6 D 2 F 1 ©rfg^-r £ 

Ge yflMfffbrtSfflKtcSMU % LTtK±-C 3 h U *jfiLJ$ 

-£fc 0 Oil tfcilfcfc ^ 5 m 1 e yHt^ Ifc. ^<7) 

2X108/mltlllt ^V>T\ :©i$«i7 0um ( M m) ir/UV 
-f/l^--£i§U *t"C^ffli-5*^±^oyt e 6~8»B6D2F1 
OflS-r ^IrWv'fc'xy h i LTtffl Lit. &*(Dls*s\?=.ls hfc, 5 0 0 /il 
(1X108) ©^^ffM^i-aEWb/c,, DBA/2fijt (DB 

A/2>F1) *\ = > h p — y M4 S B6D2F1W 

Jt (F1>F1) ££ttfc 0 mm%s M©1 4 B&fcflH4GVHDG>38£K:o 

[0 0 4 6] 
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(22) 2004-500320 

(UttGVHDO^B^^ STWEAK mAb AB. D 

3, tt-CD40L mAb MR 1 s ny^n— mAb Ha4/8?:§ 

[0 0 4 7] 

fc 0 Jfcv^ tttfc 9 fcH U ^LT#*Lfc 0 Miosis n^h 

TtrllU TOUT. t£©tt£rWfc. te©£Twj^owT<Z)TOI$]]lfgi&£ v 

wpni^^m«iL, giPBSK-ixio' mm/m 1 

tfc 0 FACS^^fcftfC, 1 0 0 a: 1 OMlfo*, WTCDMS^a^-^ - }^ 
•o^TSk&Lfco fSic$tL5i~-<T(DmAb h armingen (San 
Diego, CA. USA) tf»*>BfSA Lfc, X F FTt^yw^S o u 

thern Biotechnology Corp (Birmingham, 

AL. , USA) i>f)tALfc. FcW •0^#*fl«J*S-e'*ttrf«fcft 

fc, lOjig/mlCFcB 1 ock tm (Pharmingen) ^"atpPB 
S/0. 5 % £ v-iL^T^ ^ > (BAS) /0. 1 h V £A (FA 

c s mmm * x% mmm z , >imn- 2 k » (Eg^t^-a- tfc f i 

TCiWb*fcttPE*W:©SCD4, feiCDS, ^B 2 2 0, KCD69, 
^7L I — A d , jTCL-ir l/^fyfcJ;0 , j7iH2D'i t <DW.X <D$&.?f.'frt> J £X\ ?t± 
M (H-2Kt+) K^-,» (H— 2 K b — ) SrE»Jb#5 % /^ D ^ 
^y<Z>^-#H IrfflVNT^feUfCo lB#f^7K±TmAb 

ftmAbCS^U F AC S^-tffCO/c^tcMHCO^-t^^^^l-S, CyCh 
r o m e «^ h y^ h7 f'^y^tti'F A C Sif I* tSii L, ftj&0 
<*>S:#<HtV\ ^LTFAC s c a n^B*i«fctfC el 1 q u e s t V7 hr>x 
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(23) #H 2004-500320 

T(Becton Dickenson, San Jose, CA. USA) ^ 
[0 0 4 8] 

I gftB<D4 ls]?bvft%t<Dtz#>\Z^ 'mjfo&^u? MbU ^LT, lxio 7 
^BUS/m 1 (DMJ%X\ 1 0 %<Z> >7 ^{Ttfum ( F B S ) /4mM^^y^ 
tfDMEM^(cSIiLfc 0 ^i/Vfcfc^ 1 m 1 £6 ^/K7V- Mc^IEL 

[0 0 4 9] 

Z>m* (Ab) #\ TWEAK/oydr^^Jt LXmmi~^ A b fi, Mff-y- 

EAK Ab(±, Jtfy ? n— f fcfi^e / ^ p— f/V (mAb) XhV'fe, % 
LTBfegSiV TWEAK^^Wir^- ^^-££?'p y ^-f-^tl^j, 4 y 

[0 0 5 0] 

TWEAK^»i-53Ky ^n-f^iftii, ^7n^yh7^/<yf 
(CFA) ^tMWEAK&ffl^-cW Wx.fi, 7yF, 

Tv^/^h (I FA) ^(DttS5rt-a#t*fcf±^Ta#) 1-5rt^«t5, 
[0 0 5 1 ] 

t MWEAKI^t5^A^^-*y^n-t« (mAb) f±, CFA^ 
W|amx.Br^ttt hTWEAKSrfflV^TT/M^T^ (armenian) 

■t-?>wi(c:j;5, tt3feoa*Sr4tffltT»IJKS^5 8 ^Ax^^TWEAK 
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(24) 2004-500320 

mAb AB. D3Srl£t5A/f/y K-^fitt (AB. D3. 7. 2) 
tts ~f9-<7, h*#&ro^fet^V\ Ame rian Type Culture 

Col lection (ATCC) (Rockvi 1 1 e , MD) (C, 

Tifr"f££ft, ZLX, ATCCSft#-i- fctt-S-Sifrfco ±te<Z)ATCC^ 

[0 0 5 2] 

fetTWEAK AbW^coff^tt^fc, ^2pO|l^^DNAftWSrttffiLT^ 
j££*tf§5 (Wi n t e rfci^Mi 1 stein, Nature, 349, 2 
93-299JC (1991) ) 0 flfctf, t*r/ y\ fctfcfi, tt*<7>fiWfc3lW> 

billyh, %mmmW,4, 8 16, 5 6 7t;Morrisonf), Pro 
c Natl. Acad. Sci. U. S. A. , 81, 6 8 5 1~6 8 5 5l 
(1 9 8 4) ) 0 ^r^7Ablt t Y(Dmfa$h$m.\Z-te^Xm^htlZ>W;'k, W) 

[0 0 5 3] 

■TWEAK£tt«-f5»afc* rt h«^j fi, £-fi)c£ft#5 0 t Mb 
r- I g GlE?lJ£rgtfdM 9T*fc5 (#J;ifi, WO 9 4/0 4 6 7 9) 0 

Z>„ t MkAbte, t hAbtMoIl OfflW) E?iJtf>ftffl£*/MfcU 
[0 0 5 4] 

(CHI, CH2, CH3) ^7Ab^fc(ltKtAb^Mf5: 
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(25) tf ^ 2004-500320 

EAK IgM Abll tn gMWlMfi^f ^-C, r 

©ttfttt^WiftSr^B-riV^i-sr imifUttiateStul&S (A r u 

lanandam£>, J. Exp. Med. s 177, 1 4 3 9 - 1 4 5 01 
(1993) ; L a n e Eur. J. Immunol. , 2 2, 2573- 
2578 (1993) ;Trauneckert>, Nature, 339, 68 
- 7 01 (1 9 8 9) ) 0 
[ 0 0 5 5] 

ft#3 0 t: MbAbOftMlt^SPattte, ^f!i y^KU£<5< J: 
t> i|JQ£tVf#5 (Queen^ Proc. Natl. Acad. Sci. U. 
S. A. , 86, 1 0 0 2 9- 1 0 0 3 31 (1989) ; WO 94/0467 
9) o 

[ 0 0 5 6 ] 

TWEAKHtt5STWEAK A b <B«fttt fcttJfeM" 5 £ £ tt, 

'> Lfcfl&ft"?, ftTWEAK A b ©-|C ^/^ttSlf ^Mlt5 : i: 

weak Abu, mMm<D&m<Dtz$>^m^fovmz>, 

[0 0 5 7] 

^A^^-0tt h TWEAKS/ — H»m^&i>T^ 

[0 0 5 8] 

(ifttGVHD (fctWSI^S^ftl^S) WlS^Sr^ny^-t-SfefeOfeiTWE 
AK mAb^ffi) #3HWb{i, tttt*fl&±&i|£fc##§ (GVH 

D) ^^^^^x/W^fcftS^gE^^cofS^^^-tS TWEAK/d 
^IJ (mAb AB. D3) »^^^-T 0 ftffiGVHD^ny^tS^ 
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(26) 2004-500320 

Zttfo ftXtt, 2 5 0 M g^TWEAK mA b AB. D3 S KKLH 
^M^mAb Ha4/8,KCD4 0L mAb MR 1 -flHUSft ( i 

ft (iv) fc-^fcfcftfcO. 5m 1 O&WftW, DBA/2v^^«^ 

i x i o s <Dmmz%:tftz a wm\*\ : m£titzDBA/2mmm^ mm® 

SO'2 5 0 A gCiTWEAK mAb AB. D3, ^KLH^ho-^m 
Ab Ha4/8 S tfcffiCD4 0L mAb MR 1 "C^fi $ fifc 0 =i > b 
n-;H#tf>^£*tt, B 6D 2 F 1 h K*3V>T£j&£0i W 

lxi08«B6D2Fl©JfiSS^S(tfc o £>5V^± % «£;H^V\ £fz\$ 

bti/ci 4 -^^xfi, s^^tt, Lxm&<Dmu<Dtzmzm$k£titz 0 

[0 0 5 9] 

*SC (0Jx.fi, CD 6 9) Wffi^tt, BfaJ&«©t£ffc£^i- 0 CD4 + TW 
.fctfCD 8 + T,»^broL-iri/^^^©^fi s T»0^t4{fcOfIE$L 

I gG^7^, IgAfc^IgE) O^i^tt, BflJfe^S+4 
ffcU ^LXz\tiha)I g?7X&®<Q$L7itzz\t$:^-t B z\(D&\zmLX, jfa 

[0 0 6 0] 

#3&^#£>f±, GVHD(D^©, ESffilEWtei, BMwTObfecfc^I g(Z) 
X»hZ>^<7XbSt%iLtz 0 UCD4 0 L mAb MR Hi, 
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(27) 2004-500320 

^X-tfi/TJ-f^V bu-;Ut LX@.m$tltz 0 ftWb, CD 4 0 L/ CD 4 
0 f lEf^ffl £ y n y V -f 5 - t tt , lif^G V H D (DIMe *ffi%-t 5 gb^tt ft 3M£ 
tfc5: WS&IC^$tlTVNfe*^-Cfe5 (D u r i e J. Clin. 

Invest. 9 4:1 3 3 3 - 1 3 3 8 ( 1 9 9 4) ) 0 AA7?-mA b 
(Ha 4/8) tt, ^ifr ^7 3 y f p -/Vili ItlitS ^r-*-^ U > 
^yh (Keyhole Limpet) ^ei^T-y (KLH) l^jg^tb 
7c 0 2o«||^f ) (D|*f^ Pu^OHf^&^T, ^TWEAK 

mAb AB. D 3 TWfefli, ^MlfiKZ)*^ (M^M^fittf W/ tT 
=^-yb titMlLX) 1fa 3 3 %WP Ltc 0 W^7^y ho-/WmAb Ha 
4/8Wfil(t M^^^o^^ fetCD4 0L mAb MR 1 W 
tikW.fi, gJPWHSS:»iff7 0%**C^n Lfc 0 feiTWEAK mAb A 

^(CE^tbS^W, B 20 0 + BWS, gttft-^-^-CD 6 9^38^5 
(H4*5J:V*3) o M^tC, MRltfciiAD. B3T*|Lfcv^t* 
lt^B 2 0 0 + B»t ISflt£jK:fiCD6 9t*aUi»ot AB. D3? 

tfAB. D3fe§vr)7|j: v M^«^7b(4H a 4/8 feB<D f53Wtt.lt Uv-t 0 ^ 

(*4) 0 S'I4^B»^J;5I g#S& 0HH4GVHDfcfc£"*-5 

^TWEAK mAb-C«lfi$n5ri:^il9^ny^$jx5^tSr^ 
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(28) #$2004-500320 

[0 0 6 1] 

ffi^^jJE, S Bfcffii&iiLtefcjliL, 

&feM4&SES (I TP) , MttxyrvF-fx (SLE) , ^i-y^-S 

^ffilE. Mtt^ttftM^fcit^ilMtftt^^ft^tt^^^W^ (Ben 
j aminibv I mmu no 1 ogy, A Short Course, W i 
ley-Liss, New York BHfig (1 9 9 6) «fc 9 ) 0 
[0 0 6 2] 

»0tfl£ (ANA) ) ^¥L<M^i-5 0 ffiflcftjfc:, r^bOStf$(D#Stt, SL 
[0 0 6 3] 

TSBte^it^Bilffliaw^^tCfcttSmS^xm^ff 51^ (Mx.li\ CTL 
A4- I gfit-g-^^^S*3J:U*tCD4 0 L) Srffiffl LT^o y * £ *Vf§3 

(G r e w a 1 33«fctfF lavel K I mmu nol. Rev. 153:85 
- 1 0 6 (1 9 9 6)), jtifi, -7r)^CD40 JJ K^#HW*KHWf&jR 
ft^* 5 , \/^<ifr<D*7 t MZ#\t^XWtM£1n1t (Mohanfe, J. I mmu 
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(29) 2004-500320 

n o 1 . \ 154, 1 4 7 0- 1 4 8 01 (1 9 9 5) ) c -fy t'^T^i^ttK 
^©I4^1ltS«©ll(a5S|OSili CD40/CD4 o vify 

^£ftfc 0 ftCD4 0 y #V K£t{$W, »-7^««ftI 

B«Hliaol£3SdSjljiUfcr ir^^-r^o £fcK, KCD4 0 L<7)Mfifi, g|§ 

W t ± CT V n 5 t $ % V NTfltft $ tLfc S L E OjtfT £#lh * fc 
L#fc (K a 1 1 e d fc, L. I mm u nol. 160:2158-2165 
(1 9 9 8) ) o *38W#fe*S % -f y mWTWE AK/TWE AK UtT'^' 

[0 0 6 4] 

V^<od»<?53fiISttroJSJBSfr (infecious agent) ^WfSEflf* 
5 0 locfltt, ^-#*#§ («ft^XFJ;Vy-v (T. cruz 

(Bach-El iasfc, Para si tol. Res. 84:796-79 

9 (1 9 9 8)). £fc}c, ^KWftWiB^JEK^wBllitt, *ifi, t his* 

fc 0 ffi<Oi% (Tibbettsb, J. I mmu nol. , 152, 149 
3-1 4 9 91 (1994) ) fi, &m<DttMte&$)%ift& . 
T. Cruz im%kC 5 7B 1 / 6 ^ ^*5V^TS^$ix5 i t Lfc 0 
T. C r u z i (DB r a z i 1 **t"T?<73jRJfetBRU"r, C57Bl/6v^ 

ff\ 'fr#&i!i£3&fiE$ii-&V\ T. Cruzi©GuayaslWiU;C5 
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(30) 2004-500320 

T^i Z>'bM<D<*f/ -i?&7*u y?~t%Zk \CtS\,^XG 
[0 0 6 5] 

Sofc*©*fflJte&J*oSU<A^ v #^t£iM^M'>l4M#i (I TP) X°hZ> 0 

[0 0 6 6] 

o^^tt<7)#ifC{£ (infecious agent) [£$J"f SIE^fr 
S?WU »WI^4D5 0 y ^-^f-'ttidM^tts lEflfjfe I g G©F c*fB#fc*t 

-£i-3£tJl y ?^h^ (i gMgaw ) ^ss^tcj; 
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(31) 004-500320 

[ 0 0 6 7] 
[0 0 6 8] 

Sf&ro&^&ft^&ggftJ (mod i f i er) t LTCi, jftCD 4 0 L3o it/ 

ctla4- i giu-a-^^^K^^tf ^tib<Dnm&, tikm 

fcit/BMS'ttfb^joij-SS^^X^^^D (G r e wa 1 

1 a v e 1 1 , I mm unol. Rev. 153:85-106 (199 

m^m^ixX\^^\ 0J*.tf % tCD4 0Lfcit;CTLA4-IgH git) 

fc^T^f ftjii iJ#Pi" 5 * , SU * «fc tf— Jfcfcttffl £ 
1^3 (Ki rk^ Proc. Natl. Acad. Sci. USA. 94:8 
789-8794 (1997) ) „ &m£tltc$£t \C*ttZ& < (Dft'Mfc&ii, 

*»ifcl3J:tf* u-^jpf) ^S3{j-5*fflflajiS^ttMwMiaT-$)5 0 ISttGVHD 

f^W^S^*5ft6TWEAK5fe»||^ytttTWEAKWir7'^-gfe^^cD 
[0 0 6 9] 

( T W E A K gfc&ffll «t T W E A K u ir 7° * - M SO & ft ffl 1" 5 fefi ) W 
tt , tftW £ Jx 5 © ISW £ toSi" 5 it ft f c *n» tt ffl *-CS# $ 
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(32) #S 2004-500320 

[0 0 7 0] 

fi5mg/k g ©TWE AK3fe3Effi|*^:l4TWEAKU-fe^— afe^JOfflS 
[0 0 7 1 ] 

TWE AKHH4Hllja*fcttTWEAK ^tT 0 ^-!^) £ = — 7" ^^-f 5 
[0 0 7 2] 

te^t^ffi^^tlfc^^TWEAKttfr^^TOTWEAK R#C®:, H? 
7°*' I gi&^V/^Jf, ffe<DTWEAKgfcSW3l*3j;OTWEAKHr7 p 

[0 0 7 3] 

cti^i Ltfl, Fi^tf, ^HtefciU^flwjftligjBffi (few!, &E#J, 
ft#-f5 0 Ltlt IPS^ ilPS^, 

[0 0 7 4] 
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(33) t#J| 2004-500320 

&frizittt£fe&&mMi'ZtoR*ttirzfr*itttZft\i\ mm stitch 

•&Zf#—&§mi** 5. 0mg/ml«^xyS-7^ 2. 7mg/ml(0 
?^l/ffc=.1- h y 4 1mg/ml©vyrh/i/, lmg/ml©^!Jv' 

^Wlmg/m l My h 2 O^^tfMyjgff^^fflV^T^^tl 

(£, M^fc'&ttfflzk (Water-For-Injection) (US 

P) fcfflVvriHfcfcSft**. 

[0 0 7 5] 

emington s Pharmaceutica 
l Sciences, fl6)$, 1980, Mac Publishing 

[0 0 7 6] 

y 9 *t *°y K 0RS#f^|?3, 7 7 3, 3 1 9f ;EP 5 

8, 4 8 1) , L-^^gfcit;xf/U-L-^^-hWnjK!)v- 
(S i dmanf), Biopolymers, 22, 5 4 7- 5 61 (1 9 8 
5) ) ;tf?y Sfcttai^-U^^/W 
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(34) 2004-500320 

7*-fc"T— h (L a n g e r J. Biomed. Mater. Res. , 1 
5, 167-2771; (1981) ;Langer, Chem. Tech. , 1 
2, 9 8 - 1 0 5H (1 9 8 2) ) &mf hth% 0 
[0 0 7 7] 

(tweak t. 1t II T w E A K l/t rf 9 —&£M *Strftfflm8M!<om 

&) *»W©TWEAKftSKlld3j:tfTWEAKV'-fe^--a:3E3Wtt, IftSGV 

HD j e9 f /V't*5it5BJ»ijafiHt{tdoJ:tr I glMlCiot^^U^ 
S^fiEfflll«l5SiJ*5±t;^«]ftiJSiJ*rftffl-t-5 0 -ftbW^MW&»ftJ£iJ^ - 
^aT^JS^^j^^S*&T^#^^^Wffitt^Pl«i-So n 

oT»KWt5 0 rif^ry ^tmttas&i-cfc!?* mtt, dn 

[ 0 0 7 8] 

tot, ^jtEO^-tttc iot4C5 F^M^flg-f 5 S * 5 ^PJfc J: W&$E£> * 

[ 0 0 7 9] 

«Tii, »^©£iiTWEAK mAb, £ ©mA b ©4#»fc*5V^Tttffl 
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(35) %fH 2004-500320 

[0 0 8 0] 

Ml : T W E A K ^ y/^ fC^f 5 ^ / ^ n - t/««lt) 

tttMWEAK^y^^SOTlt, (Armeni 
an hamster) d&l^T^ Lfc (Chicheportichebs 
J. Biol. Chem. 51:32401-32410 (1997) ) 0 ftlfl 

©ftgefcov^ ft N i p t\ ^7a^y>r-^yF (cf 

A) ^f5 0^gWTWEAKm/c„ §1 (*$©&&© 1 4 H 

2 8 Sff & £^4 2 0m) fc.oV^T\ ipT\ ?^7o 

-fyfjyaAy^ ( I F A) "ft? 5 0 jit g (50 TWEAK (140*5^^28 

B) 4feH3 3^gWTWEAK (4 2 0) £gttfc 0 'M^U K-^$©fc 
»0»iB»|ll|j3©ili^Oli(f©*^O^63$f±, i P T\ T^A'yf^t^^lO 
0 fi gOTWEAK5rffl^fc, 'M^U K-T^fifefc, «HM<Jfc3MR£i£JI! LT 
%M Ltz (Lerner, Yale J. Biol. Med. 54:387-4 
0 2 (1 9 8 1)). 

[0 0 8 1 ] 

mAbm&<Dfk®<DX? V~-y?%, ELI S AMj&T y ±4 Srftffl LTfT o 
fc 0 v^TWEAK^y/^S^ t h TWEAKS If {Co^TlEtt £ 
fri&jaikb (Djjfe ^fjfeffl L T , /^^aB^^W^Lfc (Ch i 
chepor t i cheb, J. Biol. Chem. 51:32401-32 
4 1 0 (1 9 9 7) ) 0 ffiMLtzt hTVJEAKfi>/<#$tiS&im&L1t*?$ 
7TWEAK^y/^fSr, 9 6 7x/V7°l^- hJt(C = -7^ y^U ttl 

#1"?)f^tov^r, f*&Lfc 0 m^fb^tifc tweaks y^v%\z.x. 

^^-mAb©Jia*, HRP^Lfcn/<KAA7^ - I g G (Jacks 
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(36) 2004-500320 

on I mm unoResearch, West Grove, PA US 

tiK v^^TWEAK^V/^ICfc^^t h TWEAKS y'<?W<Offi%&!Sm 
l^- ^L. 1 ) o 
[0 0 8 2] 

fe 1 
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Hill!'* EUSA:mAbS - -*l5*»thTWEAK3-h^-k C tt 
If5 !^u AK cDNA **«^. EBNA2 9 3jBJ!&^h7>^7x^hL, 



(Hi) . FACSMMU, feiTWEAK mAb^ «<Z>Mi:t 
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(37) #S 2004-500320 

f§^£;h,3TWEAK?y/^f£(a^L#5ri>£f ?fr&®:fel,tz a t h TWE 
AK c D N AlE^lJfc J; U ; t X TW E A K c SS*!^ * — C 

H2 6 9tl:^D-zy^L (Ch i chepor t i chef), J. Bio 
1. Chem. 51:32401-3241 0. (1997) ) , ^LXZtihfD 
MMM* h7>X7x^C/ 3 ^fU3^T{£fflUT. EBNA2 9 SM^fcttS 
Hi®tt<Z)^/^fO§iI££^L7c 0 4o©mAb (AB. D 3 £r*atp) f±, 
7^TWEAKOTt5EBNA2 9 3 »IJS L7t (H2) „ Ztlb 

4o©mAb|j;it t h TWE AK»HT 2 9« ClftWu loJ^l©TW 

H3) 0 rtL^^FACS^i: ^fe^C, IftTWEAK mAb^#^W(-TW 
EAK^>/-^Jf£lgJiU tlXTWEAK^y^7f^ lotoTWEA 
K i-ir -f ? - 1 fe-g-t 5 mti Srgfc^ U#7c r <t £ % ^ L fc 0 

[0 0 8 3] 

(H*W 2 ) 

(tlttG V HD©v ? 7,^MZ. #kf 5 -Sttfk B mifcte J; T>' I 

gte^^P 5/^1-6/cforoi5tTWE AK mAb AB. D 3 Wftffl) 
'g'l±GVHD&, 6~8li©B6D2Flittv7^(i, ^fefCfc^TlESt;* 
tbSDBA/2WWS#*tK-^ftfflLT^bfc 0 ^-I^tf^ 

*3^T5oo M i (lxios) wm^j^tmltc,, mmm$, dba/ 

2#*ji- (DBA/2>F1) =*y hv—^mWXD-ty Mi, B 

6D2Fl«)t (F1>F1) fcgttfc, ^S^te, ^TWEAK mAb 
AB. D3, }5tCD40L mAb MR 1 , 37hn-;l/mAb Ha4/8 

m:2 0f, 4B|fcW6Bt(; v 2 5 0ms mAb ip£i£SI£^7c 0 

%m.<o 1 4 b bk, -^^fcgsu ^^xwmm. u P 1 e e n i n d e 
x) ^^hu~/uF i>f lm^&rtz&m^cDfcmfctt-i-zmmmmfDkt 

*2^1" 0 DBA/2fiK- (DBA/2>F1) £§tt 5®J#K *3«ttJt 
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(38) 2004-500320 

ttldil^Jfedny F D-/l/mA b Ha 4/8 ^^^X^M^tltzW)^) 

tts F l >F lfWtK-a^ ho-/utJtRtfc4|^^ % 

^Lfc 0 r<7)|Sm«, JMHffi#K:Kife£;J'U r*Ul, 1. 0-2. 6<DIFJHb£ 
tlfrxy hv— M$.^b<Di^^7jkLtc a #CCD4 0 L mAb MRl^ffl^ 
^^GO&igJj;, WlUfg^^^V h n-/H/^/v^j£< (i. i) (^/>£ 
it, ^LT^TWEAK mAb AB. D 3 iftH^ 3 5 

%, 1. 7\zM'J?£^tc (M2) 0 

[0 0 8 4] 
[«2] 

£ 2 



F1>FI (3>Ko-»0 i 0 



¥*9 



DBA/2 > Fl, 2.7 



1.0 1.0 
2-6 2.65 



DBA/2 > Fl, Ha4/8 {f 2.9 2.6 
DBA/2 >F1,MR1 ^ u M 
DBA/2 > Fl, AB.D3 1.8 L7 



2.75 

1.1 

1.75 




KfflPJDfiJ^ (TO=6. 2%) X^tHLtc (*S) „ d^j&fctt, H45mA 
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(39) mH 2004-500320 



[0 0 8 5] 

[m 3 ] 

It 3 



FI>FIU>h"fO 0#2 

DBA/2 >F1, 5J 

DBA/2 >FI,Ha4/8 ^ 99 

DBA/2 >F1,MR1 5C-g 5>5 

DBA/2 >F1,ABI>3 JOiJf; 43 



75Sf- ; -feMWItil (side s c a t t e 



fcttl, y V/*3Wgttfc©2oWe— # — Sf&ffibfc : B 2 2 0 + B|ffl|g±©CD 
6 4Wl:CD4 + T,»j;tfCD8+T««L- i?v-^>^g 

^ ^ f n J; D B A/ 2 > F 1 v ^ ^ ^ttt Lfci^ v 

2. 5%tf»£>6. 2%^CD6 9+ B«©^^Bt?, (fg 

4) 0 CD6 9 + BiWJftoj»:K:fc»t5roJ«*qSr, MR 1 (3. 3%) SfcteA 

B. D3 (2. 1%) (DV^^trfflV^^gfC ioTjfctffcdS, Ha 4/8 
(6. 5%) ^fflV^Sag^oTfi^fft^ofc (B4*$J:t**3) „ 2Ofi0 

[0 0 8 6] 
[^4] 



-39- 



(40) #^ 2004-500320 



2£ t ft- %B220-f/CD69+ f yf fft j» ^ |gggj 

—111 ,1 iiL- 2 fcs 

F1>F1. 3 ;hP-iu 2JS 2 . 0 2 25 

DBA/2 > Fl, 62 5.5 5.9 

DBA/2 > Fl, Ha4/8 6.5 4<7 3>6 

DBA/2 > Fl, MR1 fcf 3.3 ^ 3.3 

DBA/2 >F1.AB.D3 J5>-£ 2.1 3.2 2.65 



B. D 3 £ffiV^#tffiH, *«!-fll*JJ:VHa 4/8-e^«LfcDBA/2 >F 

/ * — O 

[0 0 8 7] 
[*5] 



-40- 



(41) 



2004-500320 



F1>F1, ruf-n-ii- 
DBAV2>Fl,^$ 
DBA/2 > F 1, Ha4/8 

DBA/2>F1,MR1 fle-f. 
DBA/2>F1.ABD3 



125ng/ml +/- 20ng/ml 
75Qngfaii +/- 65ng/ml 
500ng/ml +/- 150ng/ml 



125ng/mt +/- 20ng/ml 



(FBS) /4mM^W*V**stAnucul,- *l/TI OX«Jy|«JMI 



[01] 

Milt, v !> X T W E A K ^ y f J; t; k h TWEAKS V 

[02] 

WEAK^W^fMf5EBNA2 9 3 «^<7Vn.A* ^^TWE AK 
mAb AB. D3©^OS)feS^aM (FACS) #*ff£jjrt 0 
[03] 

03te, FLAG^»iMtttMWEAK^ TWEAK Wt7"^- 
E§'I4«— n y^fSmA b AB. D 3 (Dmtl<D F A C S Mf£^ 

[04 a ] 



-41- 



(42) #3? 2004-500320 

'g'l±GVHD£Hi>L-C, ftTWEAK mA b AB. D3, KCD40L 
mAb MRL ^y^o-yl/ m A b £ *L7tj&\ J^fcCiM^HTl^ 

V\ t r) x tfc It 5 B ©MM© F A C S §r'Tt. 
[134 b] 

1SttGVHD£&&LT % fctTWEAK mAb AB. D3,#CCD40L 
mAb MR 1 , nyfn-^ mAbT'fet^f:^ ^fcMg^tlTWj: 

V\ ^!>X{C*5tt^B»roett«^(DFACS^|f^-ro 
[1214 c] 

'lit4GVHDSr^L--C, fctTWEAK mAb AB. D3, KCD40L 
mAb MR 1, 3 ^fn^ mAbX&W£tltcfi\ fcWQ.it SftTV^ 
V\ ^Xfclfctf 3B«£cDffi+4ft^»FAC S^^^-tc 
[El 4 d] 

1It4GVHD£®^LT, JftTWEAK mAb AB. D3, ttCD40L 
mAb MR1, nyho-^ mAbffef tfcflMM^TV^ 
V \ r> ^ }c*3 ft 5 B IBIS O&ttf b*cfi|C0 F A C S ^1~o 
[134 e] 

1SttGVHD£HHLT v liTWEAK mAb AB. D3, fiCD40L 
mAb MRF nyfn-^ m A b «g£iWc;K Hc/c^MM^tl/O^ 
V\ ^^^(Cfc(t5B»»St4fb^1IOFAC S^ff^^i-o 

[12 4 f ] 

USttGVHDfc&lfeLT, fctTWEAK mAb AB. D3, ftCD40L 
mAb MR 1 , 3Vhn-;lx m A b f&it Jfclttl^t^* 

V\ -7^XtCfctt5Blte^Sf4«fi|OFAC S^W^^-To 
[@4g] 

ittGVHD^Lt, tTWEAK mAb AB. D3, fiCD40L 
mAb MR1, 3Vhn-/U mAbT*i^fci\ £ fc fiMg $ tlX V 
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i m ie * « is * ] ^ * 

[ffilE^^rig^] 4« |f n « 09 « b 

[ ffi ie j? m ] & is 

[ ffilE 0) ft ^ ] 

[ m it * co ^ n ] 
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ftUftte, AT C CSItf f H B — 1 2 6 2 2 *M±±J1±3L1 ^^^0X8^^^ 



s %% g y g g = j- ^ ffi ft g fc g ^ ^ ^ jg fe ^ ^ ^ { ^ ^ ^ T ; 
(a) mn&flr 2 <D K FT W E A K ^ P Kl:g^f 6 : ^ 

( b ) ib ffj # 1 (o ^ $ 7, t w e a k # y ^ y ^ K \z £ t~ 5 " ^ 




v 9 ir 3 r t 




- i- )v m fle 



[ f f 5ft Xg 7 ] 



— 1 8 g ^ 3 8 L ft * S 1 i fc g 2 ?a m <d g y ? p - ^ ^ gt fft £ g £ j- 5 s k 



T\ AT CCg|#fHB- 1 2 6 2 2 ^ft^ »3ftq|8K:Ett<P^W:/y K - ^ „ 

— L8L*a_L_o ] » * g 1 £fctt2K:E<fe<p*/^ p-^ffittSfctt^ostiate^ffi 



*fcfi»*ftffl«*fcttj*^5fc«><D ft tit ft T o T , Rftg^feWEgft, 

Hlft^y K^l ^, ftgiBfTte^^ frjfc^flg'ffjg. 
% TW^- tM, ftlfefiEtgApffi, ^u-ryxs, 

TWEAK Etftfrgtf, *& fife ft 




[ ft 5ft XI 1 3 
*> 5 , 



[ t> 3ft 3g 1 4 
fife 0 



T tl 1 3f (c IB «fc gQ j|R ft 



[fit 5ft Jf 1 7 



f 1 *s ^ ib a co ,a ^ ^ 



[ If 5ft If 1 8 



tgjsjfcg #1 j£ ft 



[ ft gftjl 1 9 



I* * 3f_U_£ fc H A_2J- IS «Sc ff) ffititft T h o T > M E ft ft ^ nf IL tb 



it * *K 1 3 1: iS ic c7) M tis ft -? fc o t x flu E "ft ?L Sj ft ^ t h 5 N ffi 




fflKttTWEAKfttttflS % b h fei g fc § . m 5ft H 1 x 



1 4 GO ^ 



jfg^iTWEAKStft^, b Mb ft flg A B . D3t|)^ It >ft if 1 7 



flftfBfeiTWEAKEtflcfl^ jTif^AB. D3pFggK^-<>Sr^tr x ft 5ft 
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[ f * ^ * 2 1 1 mJfBffiTWEAKin£M>\ I g G T' £ , HI # Jg 1 1 - 1 4 <D ^ 1* ft 

a> i ^ k ia «t o m & m a 



■frfca lt^s, fg^ gr 1 i-2i<7)^ftt^ii5^ia«}(7>iafi£^, 

1 W^ 3 ! 2 3 ] ffilEfitTWEAKjfift;**, LTOfi4i:» LT^5. It 

^^Sl l~2 2mN-fftfrl3£tE|E «E ffi * 

1H*S 2 4 ] 
fi fife fe 

[ W * g 2 5 ] fffEJftTWEAKfetft;;^ jfi £1J # ^ 2 b hTWE AK^M/f K 




B> # Jg 1 1 - 2 1 O ^ T ft a> 1 g fg O M /& 0 
I 1* 3ft ^ 2 6] BftiE&TWEAKgLflsa^ H T 2 9lBfet:at5t: hTWEAK-F 

I W * 3 2 7] ffiEffiTWEAKStft:*S, ii^if 1 (Ot » ^ T WE A K aK !i ^ 



1 W * ^ 2 - 8 1 »36ttffi{bffiCO%fe^^p y jr j- 5 ^ fe 5 ^ a B # * ft K ft S <0 



^/felB^li^^^5b ^ T WEAK - F I a gjKy^^KEiBfri-SiBfrftjtl g G 

[ f » 3ft 3g 2 9 ] 



X. I g G ^ s H T 2 9 3 



CO b h TWEAK — F j a g # 



y^^f K ^IS^^^P^f^ »3ftg2 8tCE«(OiB^» 
[ft ^^130] Aft iB & & £ I g G , §B^J#^-2C0fc FTWEAK^l)^/f K I 



[ ^<SS*8 jE 2 ] 

[ It IE # #^ * 31 £ ] ^ SB * 

[ ffi jE^-^XI 14] 0 0 5 1 
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